SUPPLEMENTARY DATA Figure S1 . SDS-PAGE analysis of the bacterially expressed SAMHD1 proteins. Figure S2 . Intact mass ESI-TOF analysis of the bacterially expressed SAMHD1 constructs. Deconvoluted ESI-TOF mass spectra of SAMHD1 samples acquired using Agilent 6224 mass spectrometer. Figure S3 . SDS-PAGE analysis of the full-length SAMHD1 constructs expressed in mammalian cells. Protein concentrations of immunopurified full-length constructs (lanes 3-6) were quantified by optical densitometry of the coomassie-stained SDS-PAGE gels using the bacterially-expressed HD domain construct (lane 2) as a standard. . Size-exclusion chromatography analysis of SAMHD1 tetramerization. Size exclusion chromatography on the GE Superdex 10/300 GL column was used as an independent experimental method to verify results obtained by analytical ultracentrifugation. Tetramerization propensity of SAMHD1 115-626 D311A (A) in the presence of 25 µM GTP and 50 µM dATP in the running buffer is very similar to that of the SAMHD1 115-626 D311A/T592D double mutant (B). These results further support our findings that the T592D mutation does not have a significant effect on SAMHD1 tetramerization. 
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